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W 4 — Ar 2 



(1) 



Ar 1 ti, tjl^iitUv^TV-V^ 1 £: tig&£ tit & J: v^fn T V - V > £ 
W 3 (i, l&^T^^rl^^, MT;vy-V>, tfcfi-Y 1 -W 5 - Y 1 (i. 

mmm^-, mmsL*. -s (o) -t^ti-s co) 2 -£^eu w 5 mt;v*v 

W 4 i±, — N R 1 0 -NR 1 0 -W 6 - R 1 0 ii. Tfc^il^ * 



W 3 ^Ci-C 5 7WV>, C 2 -C 5 T^-l^, tfcfi-Y 1 ' -W 5 ' - (3** 
, Y 1 'tt, m*M^ t^liifl^f), W 5 '^Ci-Cs 7>^rl/>, tizitC 

2 -C 5 7 -eab »5 > W 4 -NR 1 0 Ci-C 4 7)v* 
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[0 0 0 1] 

m^-mmt^:^ (P PAR) afctfrfttf^ PPAR 7 S<&<M1fUi, PPARa/y® 

tt^b^ffi ^ jfciippAR a / 7 i&i&ft wis *m-f2>mm.%^TUTv- Mt&m k 

[W»&#] 
[0 0 0 2] 

S^04ffift©f{ti;#v\ J»m^M^{±iiAn^-5t^Mc.T^«9, 1 9 9 7^1: 

^■c§^v^a^6 8 o^Av^^a^^ttTv^o mmvmmm 

v ^iwt^vxv >^tt^*3js:^^i:-r^, 2m.mmm^frm%ti, *tt? 

M1rZ> Mit<D & v» T V 'J s> > v * >mm^J ti*tf£f&55 $ v> & v> 0 

f - T V V ~>* y S? * > li P P A R y * Sttf b~T £ Cl £ K J: V) x tftlt^^ffl 

t#£ib^TV^ 0 PPARCiia, 7s 5 (/?) =&i:'<7)-9-y^-i'7 p ^ab^.Cli:^ 

- K -7^ J -7 -< ii, PPARa ZmmtlrZ Z\tKXi), Mmitm 

m.-t%> t^khtix^&o mm^T^izv p ar ammtn^^hz. t\z. x j > 

PPARy^^viifftyif^ ©tt<b-r & (4.^7 v* V y v V * y M»J JSW 
*^*T^^14 % §^14icov>-c(i. ^/i/FSS-efc&o ^^M^^ffl*^- - 

t$^tt^PPAR a 7^f, PPAR y T:*-*K PPARa/y7^^ 
M£fc}iPPAR«/ r Mtt'fbBltff^J^M S tLT V> £ 0 

W12 mm) mm<DWiX<D%®^ ^mz^x<Dm.^it^^ 0 

[0 0 0 3] 

[WWttWi 1 ] <&m 2002 — 12 1186 
[#WF»2] WO 0 2/0 8 5 8 5 1 

[^#^5:^1] v^r-^;v A/ftnv'*;i/ ^?^h'J- (Jornal 

of Biological Chemistry) , Vol. 2 7 5» 1663 
81, 2 0 0 0# 

[#<&WfXffi2) tzT jtTJi/i-fr ^-^MJ- (Jornal 
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2/ 



of Medicinal Chemistry), 43, 5 2 7 K, 2 0 0 0# 
[0 0 0 4] 

lxv ki-zmmii, p p a r a mmmm , ppar 7 tsmmm , t 

fciiPPARa/yiSttftfll^u >f >SK;te*5feSU S^ttKtffii^, 
fcSHfc^l* * fc tey&S^J * i * * o 

[0 0 0 5] 

«*fflftLfctt*, tSArnT';-;V||#WPAR a> PPAR 

(i) (i) 

[0 0 0 6] 



R 1 f4, t;V3^t->*;v>K-;HI, f^titUv^jw^/f^i, 

S&Stvcg) 4v>m#t7 5 J #;vsJ*-;i/&, S&StLT *> i^7;v^;vx;v*-;v*^A 

A r 1 t4, m&ZtiXb iv>T'J J/clitt^tLXUv^Afny'J-^/^ 
ScU 

W 3 14, fiJRT^^l/^, fi8t7J^-l^>, $fcf4-Y x -W 5 - (5£<f, Y 1 14, 
m^Hi 1 , SifcltJK^K -S (O) -ttzit-S (0) 2 -fcfEL, W 5 {4, M7MI' 

W 4 14, — N R 1 0 -, — N R 1 0 -W 6 - R 1 0 {4, tK^T, * 

Ar 2 t4, gm^tLTfe 4^TU-;V, S £f4«8l£;H/r & 4 V>AfD T U 
[0 0 0 7] 

Uv>n^/-JVi, «&£tiT*> 4v* h 'J TY*-;Ht, 4W ^ K-;V 

*5, W 3 y6 s Ci-C5 7MV>, C2 -Cs 7H-V>, * fcfi-Y 1 ' -W 5 '- 

(5£*, y 1 '{4, mstM^ 1 , ^fcttajtiR^T?**), w 5 '**Ci-c 5 r;v^v>, s 
izitCz - C 5 r/i^-H'-eaa) -cab 9 , W 4 tf&fti^ — N R 1 0 -, Ci-C 4 
7JKI^>, ffcliCa -C 4 T;K5r- 1/ &f&ffl 1 Ifimo^x n T U -JHIHfl:, 

[0 0 0 8] 

(3) fZ^ 3ft (2) 
[0 0 0 9] 



o 




(D 
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[ft 2 J 




(2) 



> ££(4«8|$*LT 4v^*-;l/£^U R 3 t± % ~oft4v»litt»*ot4 i $fc 
±LT;fc3&]|C^K ^n^^ac^-, «^$tLT^ 4v*y;V3r;K gg|$*i-c & 4v>t >; -;v 

D^rV, «&$*LT& J:V^^#^^5S, g&$*LT*> 4V^T5 7, $ *L"C & 4 V> 

[0 0 10] 

(4) 5|Z^\ WMZtiXi) 4v>en-;v3jt *LT J: v>^ 5 4fc|± 
ft£-%. -€-c7)-/n K77 i^t ^{4-e-^f,(7)^±^$tt^,mo 

[001 1 ] 

(5) w 1 isitfw 2 ^ ttm^ttr^ 4v>]tm^ci-C3 T)is*v>^ ttzimm 

[0 0 12] 

(6) W 1 &£V*W 2 tm&ZtlXk iV^f-lx^, £ £tea^V>T-&l9, W 3 it 
i©C 2 - C4 7;V#P>, Cs -C 4 T^^r-Vy^ S/cfi-Y 1 " -W 5 " - 

, y 1 " timmm^x-ib*)^ w 5 "&m%<Dc 2 -c 4 r^i^-e&a) -e&*K w 4 
— n r 1 0 > 9>^e^v>-e*§Bufai ~3 v^-rtt 

[0013] 

(7) A r 1 g&£*LT*> i^7x-WVCJb 15 , gjfcHbfcfc Lt, W 2 &W 3 <D& 

, -e-^-Zn K?» ^£fct4-e*ie>om^±i^Sft&:!£o 
[0 0 14] 

(8) SK*** (3) 
[0 0 15] 
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[ft 3] 

H 2 ' (3) 

(**K R 2 "^-ojfe^v^itt^cabo-Cfe J: <, tiLT^fl^ -*^;K Stft$fL 
W 1 tfm&ZtiXi) iVMf £fctiJ-?-v>-efc!K Ar 1 

&wmztixi> £^7 *~u>x~$>y), w 3 ^ii«c 2 -c 4 t^^i^v, ttzitc 3 

-C.4 T^^^l^>-C* <9> A r 2 3&*e&$*LTfc J: v»7i-^t?*SHriB 1 IBttO^-f 

[0 0 16] 

(9) atz*** (4) 
[0 0 17] 

Mb 4] 
^N 2 , (4) 

W 1 £ it/W 2 tf*S&$*LT$> iVMf J Ar 1 

^SiftStLT* J: v>7 jl-I^t* *k W 3 **fi«©C2 -C 4 7;^l/>, SfcfiCa 
-C4 T;v^-lx>-c$, (9, A r 2 7&««&$*LTfc J: v^v i-^T**HrtB 1 15«0^t- 

[0 0 18] 

do) mz&&. ( 5 ) 

[0 0 19] 

Mb 5] 




^xN 2 „ ^ 




(5) 

■^>T-& >K A r 1 ^lil/Vt* *K W 3 **7*n^-i/>*fc{i'/nif v^t?*ij 
, A r 2 tfTOJfcStLTt iv>7i-;VT**lTSB l|B®0^xnT'; f«57* 

(11) SltZrt** (6) 
[0 0 2 0] 
Hk6j 




(6) 

■e*»9> R 1 a*#;v***~>;i/^-e&tK w 1 ^g&sti-cfc i^fi/^, tlzii^v 
>x$>*)^ W 2 *Of-v>-e*i3, A r 1 tf? 3u-U>X$> *) , w 3 wfut-uz' *tz 
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[0 0 2 1 ] 

&%mfc£>)^ J V >»i;1££$:#U J: 19^£K=?> hn-^ti,, M^^^J- 
[0 0 2 2] 

Kislt&^T-nr U LTii, tfn-;i/^ tf^V-;!/^ W < ^V* 

-;vst. h'J7V-;vf, -f^K-ZHBL ^>^y-;vgt ^>X-f ^ 
<fi5£ (7) 
[0 0 2 3] 
lit 7} 




[0 0 2 4] 

tfn-;i/=^i: LTii, ®)xJ;f fcfu i , 2-3M>K tTn-;v-i, 3-5M;W 
tfn-;v-3, 4 - vM y*-;v-#£ Itli, 9 1 , 5-5^ 

/k ti°7 y*-;v- l , 4 ;k l , 3 - v-r ;v^> 5 

^y*-;v- i , 4 - 5M ;k 5 ^V-;v- 4 , 5 -V-f/u^jW, K V T V-THRfc IT 
14, -W^tfl, 2, 4 - > y TV-;V- 1 , 1, 2, 4 - h V 7 V*-^- 1 

, 3-5M/K 1, 3, 4-h'J7V-^-l, 2-3M>H!h&*, >f > K-^JSt LT(4 
, 0Ox.wr >f > l , 2-vM;v, <<>K-;v-i, 3-5M>K -f^K-^-i, 

LT{4 > fllx.»4M 1, 3 - Jl^jstf*. 

^>X^f5r/-;Hi:fCtt, ^>X-f ^ ^v*-;v- l , 2-^^fW5)^# 
, Jfr£L<{4, lfn-^-i, 2-SM;K tTn-^-l, 3-SMA\ -f 5 
1, 2-*^^ 'f^rZ-A'-l, 5-vM;K 1, 2, 4 - b V TV-fr- 1 , 5- 

jv-i, ivtfmif hfiZo 
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[0 0 2 5] 

, 7 7>, ^n-^, >T3*'V-/k tf9V-;v, fry-;K **-9-v*-;k -fvf 7 

v*-;k ^ v t ^ t v-^f ofttt 5 itAr □ 7 v - ;k truv>, f^y>, tr 

7v>, Vyyyy^ f'j7^>^©W6llA7n7'j-;v, ^>K-;w ✓fvw 

7^7i?>, t7fijy>, *y*-9-U^, *t/'r/, "«>X>f 5 ^V-* 
> ^>Xf77~;K ^^/7 7^, ^y/ft7xVf«0ZSiltt 

Ar 1 £:fe»t*, rS&S*LT& «tv*7';- V>J W7'J-l/>tUli, «;tlfC 6 
-Ci 0 T*)-ls>mtfmif bti, 3-7x^I/>, 1, 4--7^V>- 

til, 3-7i^l/V, 1, 4 \s>i?mf btl&o 

je*®?-, mmm.*, mnR¥frh%&mfrh&M\zm\stL&ifrb3m<D^ 

•J->*>-yM;K tfU 5 *J>-V4 ;K faf 7 v> > - ;W \£V yv>-*JJ Jl, s YVT 
y > - y JVf Of f 14 6 If at D 7 V-V>> ft7x>-y^f^ 75>-yM;V 

, •***yv-)i<- v>f;v, ^fvf77-^-^^ ^fy^+ty-^-yMivfcofi 
tt5liAfnrV-l/>, > K—/1/ — ;i/ > 4 v -i y Y- )V-V4 fr^ -f>KUv 

>"J>-^^, 'fV#/'J>-^^ 7^7y>-y^;K t7f'Jy>-yM;V, 

% /— fl'-SM/K ^>X^-dp-9-y*-;i/- v?-f ^>'/77^-yM;K ^>7ft7x 

[0 0 2 6] 

Ar 2 Kfctf* rS&£*t-C& *v»TU-/l'J , fLT <fc V^t- □ T U -/Uj 

x Ar 1 fcfctt* m»$tLTi«tv>TU-V>J > rS&SftTfc iVJAfnTiJ-U 

t^MtUU^o tfMiLtli, «£tf*&S*LTfc J:vMftjR7/i'*;K f£$fc 
v>K ttmsttTfc iv^n Kn^vi, g&S*LT& 7jv^;^;^-;v 

rw&ztixi> x^j&m.r^^)v] <omkT)\'*)\<t i-cit ^ijiit e$13a\ 

ft^Tii' + Ji/tLTIi, i-7ni^;K 2--7"nfc°;K 

2-t*^;K t - f^^mfhfi^o m.Wfflk*'kttTn'*)\'t Ltlt y^n^nlf 

/K y^n7Dkf;v^f;K *>*n7*-/K y^n7*f ;v^fJK '>*tt^Vf-;K S'* 

&\? hti&o #f * L < 14, 2-7 p ntf;i/, n 7*0 tf )V1Pm? hft%> 

o 
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[0 0 2 7] 

B rSSI^tL-c iv>«r;i/^;vj K43&t<?>g»fc LT14, 7jcm&, t^v, 75 
^> Ci -C s *;7W7^ (fHJx.l^f;V7 5/, xf^75y, •/ntf;i/T5 
^) , C 2 -Ci 2 ^7J^;l'7^ (iilfi^^W^, xf;^f;V75y, 
v*xf^7 5yf) , Ci-C8 7^3^> (#!!x.{4V f^y, -x-h^v. l-ynt> 

-C8^n7;^Jfy (0U;ilf H; 7;v*tM h*i/^) N ^^mmmm (08 x. tf* /u 
t'^VvV, tfovyy, 4 -f-;v- l -t?^7>V^) , T'J-;v (0Hx.if 
7x-;K l-t7f^) % l/;liAtD7'J-;V (#IJxj4t? 'J V)V^ f-^-;v, 77 

;V7 5;^h+y, xh^fy, 2 -7°n fcf;i^*v, -7?*, Mj7;vin^ 
3r$/, ^*'J7, fcf^vyy, kfny^V, 7i-/K k? y *jfrtflg\f e> 0 

[fift7;vt-jvj tuii, EMM*, Sfctt*«t1IKft*'SftrC2 -C s T;v 

Jl/T&WffcfU 0!]xJ£kf.=.;W i-7*n^;K 2-7"n^;K 2-*^)V-l- 

rru-^ «mr';-;vj ©ry-A/tuti, ^if7x-;K i-?-7^;v\ 2 

- 7- 7 tui$ifi&\f t>iu m * L < 14 7 * - fr&mf h o 

h7n7'J-;K f^xDT'J OAfn7V-;vi L-Ctt, Ar 2 KiBlt^ 

[0 0 2 8] 

enyv;, 4 -**)v- 1 - tr^^yy^w e>*u ffiuawjA tr 
^ y v >\ tf n y v j &mf h ti& 0 

IMtLTli, Ci - C 8 T;v^;v (0HxJ4\ y^;K i-7°nfcr;K 2-7* 

ntf;K 1-7*?-;k 2-7*^;k t-7*f-;i^) „ Ci -C 8 7;va^-> (0O*.w:* b 
-xh^v, i -T'nk'jvt^y, 2-7 , ntf;i/^-^v^) „ An^yg^ (0llx.f4* 
7?*, > Ci-C8^n7;V3^y (0!lx.«4* h V yfrj-u* h3f~>^) 

, Ci -C 8 ^n7^jv (h;V7^tn^f;v^) j^WfctL, $f£L<{4, 
•xf-/K 2-7°ne;K ^ + -a xh + y, 7yf, If, f'j7;vto^*^ h 
y 7^^n^^;v^if e>tL^. 0 

[0 0 2 9] 

r«^$tL-cfe iv>7< /J t Ltli, Ci -C 8 r^/i/ (fllxtf, y^;K 
, 7°n t?;M£). v Ci-C 8 7y;v.(ffllilf7-tf^ 7*a , TU-;V 
xJ4\ 7xx;vf) % i/cli/\rD7U -;W"C^E7 $ fc{4 vHt&S tLT <i> 4v>75 S 
if btL2> 0 Iff-t L < 14, ^f^75A y^f;V7 5 7, xf;V75 7, y'xf;P7?; 
„ y7nA + y;V7$7 % 7**^7 5./, A'y^;v7^, 7xx;V7?yfW 

re^^tLT^ J;v>T->;vj OTv;vtLT{4, Ci -Cs Tfr^fr ( 

#8;i54, xfjv, l-7*nf;K 2-7 p nkT;K l-7*^;i/, 2-7*^;K t - 

Tt^m > 7U-;V (0lJx.t4\ 7i;^|) , ifcliAfn7'J-^ (fliUff^jc^ 
, ev*^) t7j;v^^;i/^*^L^^*^lf ibtt^o T'sfrk LXft* L< {4. T 
-fe-^;v, 7°n tf^- — ;v-^ n7*^ >*;i^^xi;v % □✓s^^ > # ;w ^>y*-Y 

^Tv;H4Mlfeprtg*ffig^ 1 - 3-|@c9tt&a£;£LTV>T t 4 < , iOMOlM 
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tLtli, Ci -Ca Ofegt* /i(i^TOT;v^;v (ffJKttjpif^ if/1/, 2-7 
ntf;v^) „ Ci -Cs WfiilJ^lMt7^3#y («F£L<tts ^ h*-> % .x h * 

[0 0 3 0] 

rflMftS*LT4> iv>7^3^r vj <7?y;i/=r* v i: Ltlt Ci -Cs Tfra*?i/ (#Ix. 
if, h*v % x.h^ri/ A 2-yn##A v^n^>^;W^Jrv^) ^IfibtU 02 

% i/>yt^A xfi/v v*^ 2 -^^V-^W^v^^rV, 2-^^-;v- 

- (C1-C4 7;v*;v) t*'>#*if?,<i, »4 L< Hyoy/u**^, 
[0 0 3 1 ] 

1 — J-?*-***^***^ hit, !fa<li7ximyWf)Wo 

iiv»7'J-my, ttzl±W&2tiX>b iv>7y^t + yj oSMtttti, «*. 

(»*L<tt7y3R. ttjK) > Ci - Cs Offifil*^l±^tt«tT^3^'> (€F 
*L<li, .xh*->. 2-7*n,f^-» , C 1 -C 3 <D&Mt tz\±frWdtT Jl> 

ny h*'>^*»^j r e>tLS 0 
[0 0 3 2] 

riS^^ftTt iV»f-*.-n/J tLTli, T^;^*, T^^+Jl'ft, 7'J-W 

T;v*;vif-:*fc Lttt, mjUS* jc^/i,^*, 2-7niiji/ft, *fc*i~> 

7 7;^^fttUii % iitf7i-;v- (Ci -Cs 7;v*;W ^*&mfbti, 

7;v^;vx;v*-;vtLt(i, EH* fcli*ttoc 1 -Cs 7Ji'*jn/Xfr*-)VWmf 
[0 0 3 3] 

i©Ci -Ce ; eyTM;i'7^*^-;W 4 fc{±i£®H L < i±fr&m<OC 2 - Ci 
2 -77M;v7^ y#;vsK-jioW&f fc*L* 0 IHifcttMi<^Ci -Cs 7;v*;v7 

;K 7 8 nif;v75y*j^-;!/ > 2 -7o tf;vr 5 y 57;i/?J?-;i„&*^f h *l& 0 itig* 
tt^ttJfioCa -Ci 2 y'7;v*;v7^*W-;^LTli, #UxJ£, |SJ— * fc»±Wfc 

mWE<W 2004-3072356 



#12 0 0 3 -2 7 4 6 8 4 ^-V : 9/ 

[0 0 3 4] 

Ci -Ci o T)V*Vyi> L< Itmkm&Z^tsCs -Ci o T^^l^^^lfbtL, 
£ L < (iiSIM*, J/;li«<7)Ci -C 4 7;v* V > & L < ii^fc^^^tf C 3 -C 

4 7;i^w^W f>«o itit#U 2: £t±fls|£#c?>c i - C 4 7;v* u > i LTli* 

fi, ftt L< i^l/y^lfibtL^o SttMiii^tfCa -C 4 T^^rlx> 

t LTti, 5£ (8) 
[0 0 3 5] 

-egc $ iih 7 )i> * v y^mf h fih o 

[0 0 3 6] 

W 4 £i3tf£, &®i7)l<lr-]/y tLXli, M x. if. C 2 -C 8 T ^ - ^ > T&^lf 
*i N $f^L<{SC 2 -C 4 r^-i^^^f ib*L£ 0 c 2 -C 4 r;v^-v>£LTii 
, ^iJx-fftt:!!^ t^fi^^^cDC 2 -C 4 T^^-V^^lf hfi, MVf&Mztei/Xt 
tzte\>7y*-\£-vy^ i/*$tz\$Y7y*~ \--?us<-vy^ ^xttzitv^y^ 

^x^l^, h9 yx- l -p<-?-;v-if^v>\ h 9 y*- 1 \£=-\,y^ Yy 

1 -^f-;v- l -7"n^^p> % h9>x-2 l -7 , a^^i/>'f#f 

[0 0 3 7] 

W 3 isitFW 5 K&tf&i&i&T;!'*^ t LTti, ffiJilWf^ *tzk±frWfc<r)C 

1- Ci o 7;v*i^«> L< teit#i#?i$:#tfC3 -C i o v y^mfb ft, litt 
t<(4, MM*, Sfcfi^&^Ci-Cs T^l/^ & L < {imW^tSr^tf C 3 -C 

5 T^W/^lf £>*L£ 0 HH^. SfeliM^Ci -Cs 7Mk>tU!^f 

i -^-^;v-yntf P>\ 1 , l - •/ n V 

^Sr^trCs -Cs 7;^l/>atli, 5£ (9) 
[0 0 3 8] 

Mb 9] 

(9) 

[0 0 3 9] 

w 3 % w 5 MT;v^-^>t lti±, c 2 - Cs r/i^-i^j&^f <btt 

, $f£ L< t±c 2 - c 5 r;i/^-v>-^if ibft&o C 2 - Cs T;v^--v>t Ltii, 
W^ifiSJJtflU ttz\$frWik<nC2 - Cs T;v^--i^>^tf ^tt, ^ift^fi 
iih7>^-e-v>, ->Atfclif7>^-l-^n^i/y, £ fct± b y 

2- 7>n^v>, tz\t Yyy*- 1 -7r-k>, ->Xj fcli h 2 - 7* 
7--Vy^ y^ttz\tYyy^-Z--f7-=-Vy, y^t/:l±f5^-l-^f;V-2 

ffiiE# 2004-3072356 
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>X- 2 2 -7*n^-w>, y^i/:lif7>X-l f-;v- 

[0 0 4 0] 

^ i: Ltli, i£iI<7)Ci -Ci o T)\<*V>i> L < \±mm&*^ts- C 3 -Ci o 7^* 
W^W^tL, L< titt^OCi -C 4 T;v^P^t L< {i^tfcSit^^-tfCa - 
C 8 r;i/^ vytfmf bft&o %m<DCi -C 4 7;HV>tLti±^f 

i££#frC 3 - Cs 7^#V^tLt(i, ^ (10) 
[0 0 4 1 ] 
Hfel 0] 




m 1 . m 2 ti 0 ^ fb 2©l^iL, n 1 ti 1 ^ <b 4 ?>M3&£3H-) 
[0 0 4 2] 

kteWMZtix & iv^7;i'^r;i', g#&$ *it & i y -;k S#|$*lt& iv^fnr 
V-;K ^n^>nn^ S&StLTfc «fcv>7? S#l£*iTfc J:v>7~>;K Sm^tfC 

S^^mfi> «&TO&f£g(c l -51®. £f£ L< ii 1 ~21i<Dg^^^fLTi iv^ 

o 

, Ar 2 ic^slt^ rgm^tLT & iv^U -;VJ > l~g#l£*iTfc iV^nT'J 

, Ar 1 Kj3tt& [W®:Z*lXi> «fcV>T<J -VV J „ rgm^tt-C^ iV^AfOT 

fi. ji^k i-yntf;K 2--7 p nh°;v > <>^n7'nk> 1 

^ ^f;v75/, y>f;v7<y, T-fe^^r^y, r-fef-;K ^>vM;k 

[0 0 4 3] 

R 1 K^t^T^*^*;^-^ LTli, ^Jx.(fit#I^ 7^{i^i|C0C i — C 8 T 

ttSiE# 2004-3072356 
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^-V : 11/ 



-c 8 7 )V*fis7 5 J * )],#-)\,i> l < immttzitfrfcMvc 2 -Ci 2 v*t;v*;v7 
$ y p>tL<|, 0 iSit^tifr&ijtcoC i - C 8 7^^7;y*;v^-ji/ 

tbtl^ f-;i/T 5 7 *;i/sK-;v, xf ;v7 5^ T'ntf^T^ 

y#;wi?x.;K 2 -ynti^VT 5 y -ff-)V7 < J iJ fi^ 

$?£L<ii, ItM^^fi^MOCi - C 4 T)V*)V7^;j])ViF-)Vtfmfbti2> 0 it 

il^^ii^ii^c 2 -Ci 2 P7)i<*)\'7<;z)i<#-)i'tLx\*, mats, m—ttz 

ii M & £ 7 ;v * ;i/ T*«m £ tt/c # ;w t^e-f ;v if <b *u ^<|$ift cii->^f ^75^* ;v 

y v-/f-;v-T^ y if ;v^f ;V7 5y*;V/f-;i', y^;V7°n 

„ yy^A^v^?;*^ fr^&Wf hit, U * L < f± > Bffi 4 fc li*tt««) C 
2 - Cs v7)^^7? y ^tL^o 
[0 0 4 4] 

U uOf^75;ii$^(:Ci - Cs 7;v*;K 7jtm*^-eftm$*vc& ±v\ 

R 1 K&tf&gglStvr % J; V>T;V*;l/X;V*iWl/#;W*-=E «f jut LTfi. #JJx.{;fg|& 
Ztix^xi> «tv>H:^t/c(i^^lwCi -C 8 7;i/^;v^^x^4-tts, AttWfc: 
(±, y * y*;i/*x\.>K x.^ >.x;v*.=.;K l -^n/^^ji/*-^ 2 — ^o/^y.*;!/ 
* — ;K — h 'J7^tn^ ^ 7i-fl/^f 

, vfU^;w^^;i/^;v*^;v^Wb^ SFiL<H\ y*^*;u*x:;K x.*>*;v 

2 7^;v*;w*x\;v^#*^f p, «P£ L< H'* /u*->i/tf* 

[0 0 4 5] 

1- Cx o 7;v*;vfc L< t±3ktftfl|j£*^t>C3 -Ci o 7;v* hit, Sff L 
< W\ HitoCi-c s 7;v*;v& L< ti^tfciftjt&^tfCs -Cs 7;v^;i/^tf £> tt 

^ TR 1 0 &~£tt&> fi&S*vr <fcv>C i -Cs 7;v*;H ofim^t LTti. 00*. 
<£, ^nyy, Ci - C 3 OtM£ ?t(iM^7^3^ v. Ci -Cs <r>m%*tzi,±frm 
#t7;v*;K h'j7Wn^f;K f'J7)Vtn^^y, "7 jl xwk 
fciU £f£L<t±, 7?X, ^ h*~>> xf^fy, 2-7n*°~>. ^f;v, x^;i/ 

[0 0 4 6] 

r 2 bztsbiz^urym^t Ltit em*, 7 7t, a*, jys. 3-7Sf75*Wb*u 

R 2 re^^ttTi ckv>T;v^;vJ W7;v^;vi: LTli, #0£{^ Ci -Cs 

2- 7ntf;K y?n7"nifjK v ^ n 7n tf;vy i^tT-i> 0 

R 2 ^*5tt^> l~«#l£*LTk iv>Afn7'J -;i/J </)AfD7 V-^tLtli, TftfB T 

ffiliE# 2004-3072356 
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Ar 2 K&tfZ, f jfe$ilT i i V^f D 7 'J - ^OAf □ 7 'J - ;VJ aT£|U:fe 

o 

R 2 fc*3tt<&S!fc$*LT X^T-t-frk LXH, ff|S TAr 2 £j3lt& T V £ 
\ .r.f-;v 2 -7°n tf^f-^-, 7x-*ft, kf'jv^^-^. 5 ^ 

Uv>A7n7'J-;vj og^ttrti. Wxlf^nyy, Ci - C 3 ^IMS 

TOTJVn^r^ C i -Cs <DUmZtzltfr%CtfLT)l<3r)l', PJ7)Vtn^f;K h'J 7 
;v^-n^ hdri/^^tf <b*L, t?it<ti. 7>y|t, i&fjf, > h^rv, xfify, 2-7° 
n*>y, 2-7°nt:;K b 7;u:*ny h'J7^to^ f^-v 

[0 0 4 7] 

r 3 izteiiz, ^ur>m?, [w&zti-ci) £^T)is*)v] , [~«&£*l-c*> £v>r 

3&£*it& £v>75 y\ M^tt-ck iv^7v;K * ^{ir;v^;v^;v*-;uj tLttt 
> Ifflfi TAr 2 K&lf&TV-frZ /;liAfn7'J-;V«iJ tU^iLfc^t 
RI»t?*l5, »*U<t±. ^ b^rV, J-h*">, 2-7'n^dr^ N Hj 7 /l/* n * b 

[0 0 4 8] 

5£ (7) tg$tL^Axn7'J-;K7)fMtLtli, ^n^>gf N *> J: v> 

iv>75 y\ 1z?zi±WM^tL-~c %> <£ v^t^jk i^{47JV ;i p;v^Ji/*-;v^Sto 

[0 0 4 9] 

, y^nA^y;i/7%fji/t^y^f)mf^ 1 - ^f ;Vy^DA#yjV^;V^;v 
t^'»f;i/x^r;K jc^;v^-^->*;v^— ;v^-^r ->- 1 -xf;vx^f Jl', v^n^ 

, *JVy7A^ v y ^ A^fW7 V ±i^II, il&tf <0*SiII, by 
xf^/7 5y, hiJx^y-;V7 5^ h'JliKn^y^fjV75 7^^y, 757ff 

si^im, isit>*itm^ 7°ntf^->-m^ n^^ii, $mm.s v>^m&, m 

WMZ^ 53; (1) ^AfD7'J-Mt^^L(li7nK7^, t fz&Zfib ©I^± 
^^tL^J^07jc»> x ^ 7 - ;v$l^D!|f ©iii!|i i ^ I ti-S o 
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[0 0 5 0] 

e Chemistry of Heterocyclic Compounds (f?!!x. 
li\ t:n-;V^# : vo 1. 48 parti, part2; k?7 V-JMOHMt : v 
ol.22; -f ^ I v o 1 . 6 parti; > U 7 V- >MBMMfr I 

vol.6 parti; -f > K — JVff## : v o 1 . 2 5 partll, par til 

I, part4; >f>r/-^TO: vol. 22; ^>X-f 5 ^/-/UNM* : 

vol. 40 parti, p a r t 2f , Methoden der 

Organischen Chemie (Houben— Weyl) (1?!l x. fc? n — ;V 
HSfr :Hetarene I, TEIL1, E6 a, p556 — 798; H° 7 V- ;i/ 
: H e t a r e n e III, TEIL 2,E8b, p399-710; >f 5 ^ 
V--a/|tS# : H e t a r e n e III, TEIL 3,E8c, p 1 - 2 1 5 I MJ 
7V-JHIift iHetarene II, TEIL 2,E7b, p286-686; 
r/K-;H|#:Hetarene I, TEIL 2a, E6bl,p546-84 
8, E6b2, p849-1336; : H e t a r e n e III, 

TEIL 2,E8b, p764-856; ^>X-f 5 VV-^mM^ *. H e t a r e 
n e III, TEIL 3,E8c, p216-39 1 tL&) , C omp r e 

hensive Heterocyclic Chemistry (Milt t'o- ;wf§ 
*ffs 4 > K-^Ri* : v o l . 4 ; tf 9V-;v^3f#, >f >^/-/uf|a»flt : v o 
1.5; 4 \ *r*s-frnmfc. ^y*<< < ?V-)\<m^fo : v o l . 5 ; h v 7V- 

; v o 1 . 5 * e> fL4) .Comprehensive Hetero 

cyclic Chemistry II (#flx.f;£\ kf n - «f > K-ZUflNlflc : 

vol. 2 ; tT7V-;vfl^, >f >^V-;vft2»# : v o l . 3 ; >f 5 
zi#, ^>x-t ^ *V->MSNIH*: : v o l . 3 ; h y 7y-«# : v o l . 4^3* 
*tf <b*L&) N ^xnaMb^Wo^ (»&tt, 1 9 8 8*mr) . *r£*tft3**flI14% 
[IV] 1 9 7 7 3&*f) , WO 0 2/0 8 5 8 5 1> WO 02/10131- 

a i ^KiBifts fix s v>ti-e- tLum is tzismz a o -csss-*- & ^ t § & 0 

[0 0 5 1 ] 

Mi<Otf«T. W. Greene and P. G. M. Wuts, " 
Protective Groups in Organic Synthesis", 
3rd Ed., John Wiley and Sons, inc., New 
York (1 9 9 9) fc# L <ft^btiX^2> 0 

(1) 
[0 0 5 2] 

[ftll] 

a b c 



d 



-Ar 3 



(1 ) 



5* (1) OAfn7'J-Wftli, a- &<DWfrX*ti^tl&&Zl&]&~r2>ZbX, 
SiltJit^^o a-d«fl»Ott^jft*&»4, (1-1) -SHSffi (1 - 

3) OJ:^:«^t4iW*4. a-d«#Ott^j&oJH#fcov»-ct4, MSEM 
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[0 0 5 3] 
Hb 1 2 ] 



o 





R o 0 _{i_ w i_ 0 _ w 2_ Ar i_L 2 
(104) 



O 



R 0 O-C-W 1 -OH + X'-V^-Ar 1 -!. 2 




ffrfr* (ioo) , 4b£-% (ioi) „ ft-frifc (102) , iwt-fr* ( l o 3 ) »± 

, flO&tf, «fH«fe^»ffil 4# (A#, 1 9 7 , ^b*ill 9-2 6% 

1 9 9 2^&fr) , ffiWHS^Jft (mn£, 1 9 8 3¥5MT) ^ K^J&O 
Stttt 1 9 8 5 ^S&fr) .Compendium of Organic 

Synthetic Methods, Vol. 1-9 (John Wiley 
& Sons), Comprehensive Organic Synthesis, 
Vol. 1 — 9 (1991, Pergamon Press). Comprehe 
nsive Organic Transformations (1989, VCH 
Publi shers) mKftttixx\,* it* tLizmttttiitz. * ottt 

[0 0 5 5] 

-ffc^«» (10 4) M\ (10 0) Mfrfr* (10 1) , **VMi<IS'fr* (10 2 

) Mfc#» (1 0 3) *5>TOtt#*lt»f, m2£#*ET\ RJS5 $ * & i fc T^itf & i t ** 
X%Z> 0 -Tfcfr*,, H^k^*ffi2 0% C*L#, 1 9 9 2^SMt) , J . Org. Che 
m, 56, 1321 (199l),Heterocycles, 31, 1745 (199 

o ) mmm<D o - r n< * musus* & * ti Km c tz k a o x mm-r sit^-ci 

W&MfcLTJi, «x.lfx-fJK rh7llKD77> (THF) , 

7^7^yf', N, N-y^f;i/*^A7 5 K, 7^b-h , J^OlP7'nh>iif 
. [0 0.5 6] 

flflx.ffjjcfif'fb^ h 'J 7 a , Html* } ) 7Afw^iE K, MM* r > 
'j7At-7*h^y KfOilTJV 3 3- ~> Kt5*W^& o 
[0 0 5 7] 

mm& ( i - 2 ) c sb3\ d $&fr<D&j& 



[0 0 5 4] 



[0 0 5 8] 
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Mb i 3 ] 



o 

R°0-C-w'-0— W 2 -Ar'-L 2 



+ H-V^^/Sa/'-A. 2 \ o 

(106) o V*- R «o-c-w 1 -o-w 5 -Ar'-w 3 -(?) s w < -A. 2 

n <--JL / (108) ^ 

r0 o -C - W 1 - O -W 2 - Ar 1 - Y' -H + L 1 — WS-^P) vZ-Ar 2 



(105) (107) 

c ffi^oiS^Jfcfrft. dSB^O^^^ft, £ J: Tfit&m (1 0 6). ( 1 0 7) 
<&»it:£&fcov>-Cli. tfOxJfWO 02/085851, WO 02/10131-A 

[0 0 5 9] 

(105) a, ib£-© (109) $>&^\*ik&m (iio) sg^fe ( 

i-i) *m^xvc&m (ill) £#> (ill) «r«i!r^itt««Bafe«:^^ - 

[0 0 6 0] 

Mb i 4 ] 

o 

x'-V^-Ar'-Y^Pg HO -w 2 -Ar 1 -Y 1 -Pg rOq-C-V^-O-W 2 - Ar 1 -Y 1 -Pg 

(109) (110) (111) 

[0 0 6 1 ] 

-fb-fr* (10 9) > *3 «fc i*f (iio) wu *rlBftfb5*Rffii 4^ 

,1977 ^smt) , nmitsmm i9~26t (&#, 1992 #nff ) > 

J& (1^31^:, 1 9 8 3 ^5MT) > Compendium of Organic Syn 
thetic Methods, Vol. 1-9 (John Wiley & S 

[0 0 6 2] 

m&m ( 1 - 3 ) 

[0 0 6 3] 
Mb 1 5 ] 

o 0 o 0 

R 0 O-C-W 1 -O-W J -Ar 1 -W 3 -(?/S/V 4 -Ar 2 t- H0-C-W 1 -O-W J -Ar 1 -W 3 -(p/ l>, W 4 -Ar J 

(108) " j (112) 



-^P/Sa^-At 2 



R 1 — w'-0-W 2 -Ar 1 -W 3 
(D 

4 fim^ttT J:v>3jUfcy 3. y'AA'^-A'i, ttm^tL-Cfe ± v> 7 ;V * ^ * - 

<b^» (112) fb-fr* (108) ^^iito^moM^fflv^iii-esii^-rs 

[0 0 6 4] 

mmtvxit^ mx.&^~-TA>, thf, yt+tv^x-f^isi, r-t i- 
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[0 0 6 5] 

r;i/*u^^ utm^HJ^A, ^t^^A, Rm7K*^-bu^A 

[0 0 6 6] 

fc&m (i) ti> <b^t/ (112) frb&®.<2:%i<Djjm, mz-immmt^mmi 4% 

(*,#, 1 9 7 7#^f) , 9~26i (&#, 1 9 9 2#SHt) , i** 

(macs. 1 9 8 3^s&f?) , v&mv&mt&m (%m. i 9 8 5#n 

tr) , Compend i um of Organic Synthetic Metho 
d s , Vol. 1-9 (John Wiley & Sons) , Compreh 
ensive Organic Synthesis, Vol. 1-9 (1991 
, Pergamon Press), Comprehensive Organic T 
ransformations (1 9 8 9> VCH Publishers). J. O 
rg. Chem. , 56, 2395 (1 9 9 1) , Org. Synth. 3, 646 (1 
955), Org. Synth. 29, 75 (1949), Org. Synth. 50, 
18 (1970), Org. Synth. 50, 52 (1970), J. Org. Che 
m. , 64, 2322 (1999), Tetrahedron Lett., 41, 69 
81 (2000), Org. Lett., 2, 2789 (2000), Org. Le 
tt. , 3, 193 (2001), J. Org. Chem. , 57, 5285 (1992 
), J. Org. Chem. , 66, 7945 (2001) ^KfBfcS *lTV*S;fr&&& 

-CO2 H^e>, 7;V3^fy*;v**-JVl, B#I£*lt& iv^^^^f ;v 
[0 0 6 7] 

(2) nLznmmum 
(2-1) 

[0 0 6 8] 
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lit 1 6 ] 



\ 




N-N 




(2) 



mz^KWi^mR 2 &&^ : m.*Wfmi-z>&^tf&2>W}^ mtummvc 0 m P r e h 

ensive Heterocyclic Chemistry (M x. {£\ tf n — ;V1§3| 
4 v K-;H§S# : v o l . 4 ; tf 9 V- ;vft2f#u : v o l 

. 5 ; <{ x rv-^mm^ soX4 5 ?v-)\>mmfe : v o l . 5 ; h <J 7 

'.vol. 5 & fc^^f ti&) .Comprehensive Heteroc 
y c 1 i c Chemistry II 0$Jx.tf % \±u — )V^^^ 4 y K-;Vft^j$: : v 

o i. 2 ; \£yv-)umm^ << yyv-^mmfe: vol. 3 ; j zyy-^mm 

#\ ^>x-f ^ y-/-)vmm®> : v o 1 . 3 ; 'J77-^$# : v o 1 . 4^«p 

ffilil^Z^^7-;K^M, >fb^ (117) t±. ffl^t^fc^ (115) , & 
(116) t^A75Kkl5 0~2 0 0 'CK-rMfe-r & £ £ £ 9 £L& 



(^^> R 20 > R 2 Mi$?2:LT7fcftIgi\ ^ny>i^ MEISft-cfc i^r^^K « 



J fci±Af n 7 'J - ;v**n >Hi:© S u z u k i * >7R)S (J. 
Organomet. Chem, 576, 147 (1 9 9 9) > J. Am. Chem. S 
o c, 122, 4020 (2000) . J. Am. Chem. Soc, 124, 6343 

(2002) mmm.(D^m, ttzit^rfiKm^tz^m^xoxmmx^^) > 7V-^ 

X>fb^%, £ tliAfD7 V -;v^X<b^-t»t<^S t i 1 1 e * y 7'j y^Kfo (Ang 
ew. Chem. Int. Ed. Engl, 25, 508 (1986) fetfcO^S;. t tz 

itzmzmctz^mzx ^xmikxz %) ^izx^x^r 2 ttzitR 3 ktv-;k *tz 
matm (2-2) 



[0 0 6 9] 
Hfc 1 7 ] 



o 




[0 0 7 0 ] 
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[0 0 7 1 ] 
lit 1 8 ] 




5£ (7) T-^$tL^AfnTV -;V^U±. $|x_t;f. Tetrahedron, 53, 36 
37 (1 9 9 7) > Tetrahedron Lett. , 39, 5159 (1998) 
.Tetrahedron, 49, 2885 (1993). Synthesis, 877 

(1996), J. Heterocycl. Chem. , 6, 775 (1969). He 
terocycles, 34, 2379 (1992). Bioorg. Med. Chem 
. Lett. , 10, 2171 (2000). Bioorg. Med. Chem. Let 
t., 10, 2167 (2000).Angew. Chem. Int. Ed. , 39, 2 
488 (2000) .Tetrahedron, 54, 2931 (1998). J. Or 
g. Chem. , 48, 1060 (1983). J. Org. Chem. , 30, 152 
8 (1965). J. Org. Chem. , 65, 7825 (2000). J.Med. 
Chem., 16, 1296 (1973). Tetrahedron, 48, 10549 

(1 9 9 2) , Heterocycles, 41, 161 (1995) ^Hfc«^^T^ 

[0 0 7 2] 
[0 0 7 3] 

^omtt««l*^*i-^>^fi^ffitt^T^ > (#!!£{£ « -7x^W? >. 1. 
[0 0 7 4] 
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t±r ^ ><D&mmte, mnKMLifao. 5~*t>2. om^nm, l< t±i ittt 

[0 0 7 5] 

■%.$>w<n^T n r u - )i<mmfct tz \t z (Dm.nmn m t iz v&mu ® iz&^-t %> 1 1 & 

*wt««*»f e»tt*o mmtLxit, m?nx, mmvmwLttzi.mmftL^mfhK&o 

±m<DMmtm'B<o^m^, m&mzfr&ztizmzm. mtinmttisKmmzti&o 
fe*u *wb*u #*c#k ssTB-fusj, mmftm&mfhtiho 

K ^-f-junna-x, -7- h u >>a #;v**3r v> T^-fe^n-*, ffilt£ 7 y ^ . 

> £tzltmi&mt!:l,l l zJ3-7*)\s<D*l l z\ilZ>ZttfX-&2> 0 * ->x#J 4 ra*»O^T?»it 
[0 0 7 6] 

&ltJBi£5M*:LTW\ ffiftfflU ?Laj%&*W<b*t£ 0 «it»dT, Tjc-^n 

mffinm*&nfcB&xijnx.wkm-f2>ztib*x&2>o tizmn&^KMWzw.Mit, 

TJi, m^&JKWf&ZfrZJimttzlt&J&'ffA, V"?>\ *f-/Hr/i/n-x % 7^ 

h U * A * ;v i/ * * ;v-t ;v □ - x £ it \*$&\<DmMttffl**ifiWi\? btiZo 
[0 0 7 7] 

o mmmthxit, wii^ tx> »5 7r/, (tr-±?y«u t>*t*«» 

mm<m, %im. mnn, mmi, m&m, mmm^mk.^^t^x^^o 
mBmtfm?btiz> 0 yuyzfit^titit^n.<D&Mt— mt izitztL 
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[0 0 7 8] 

Kit, IfliJtA^Ll B*/;i)l!)l~a5 0 OmgOfEH, $f S L < 5 ~& 1 0 0 
Itmo. 1 ~£j3 0 0mgO$£B. ft* L< ii^j 1 ~& 1 0 0mgO$£B£ 1 IH * tz K 
[0 0 7 9] 

^ Life* 1 ~ 5 Lfcffr^to & i jFT § & o 

[0 0 8 0] 
[Hi] 











i 




7 


9 

H0 2 C ;> <o-A CH3 W 


2 




8 


H 3 C V N Y N 
HOjC ° C 


3 




9 


€h 3 


4 




10 




5 


CF 3 


11 




6 




12 





[0 0 8 1] 
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^-v: 21/ 



[*2] 




[0 0 8 2] 
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t-z? : 22/ 



1*31 




[0 0 8 3] 
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[*4] 











37 




43 


O 

Qf^|H^O-CH 3 

Ho 2 cr>o ^ 


38 




44 


o 

Q^W^O-ch 3 
ho 2 cXd-^ ^n*' 


39 


h 3 c y ^>T~^ 
Ho 2 cr\r 


45 




40 


H0 2 C^O ^ 


46 




41 


O 

HO 2 C~Xr ^ 


47 




42 


O 

h 3 c y ^ 

H0 2 C"0 ^ N 


48 


h^c^oj <rv ocH3 

CH3 



[0 0 8 4] 
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24/ 



[«5] 



its® 








49 


^ CH3 


55 




50 




56 




51 




57 




52 




58 










OCH3 


53 




59 




54 




60 


OCH3 



LC-MS#*r*# 

: Z Q 2 0 0 0 (waterstt) > ■< * Wbft I E S I 
*5A : XTerra MS Cis 2.5/im (2.1x20mm) (waterstt) 
AI:H 2 O, BWL : 7-k h - h V ;K SftiS : 1 ml/min 

O.Omin — 0.5min:A?j£ 95%— 5e (Bft 5%) 

0.5min — 2.5min:Ar& 95% — 1% (B* 5% -*99%) 

2.5min — 3.5min AU 1%— £ (Bf£ 99%) 

Omin -> 3.5minKi3V>T, Ai£+Bt£ (=^*) lw*t L "CO. 06% ^SS^&T 1- "C5J-#f ) 
r. t. = Retention Time 
[0 0 8 6] 
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1 

(1 -TU;V- 1 H-tfn-;v-2-W;v) (4->f^7i-^) * > O^J& 
###0 1-1 

(4->f^7x»;i/) [l- (7i-^x;^-» - l H- tfn-;v- 2 -<< ;v] ^ 
[0 0 8 7] 

Mb i 9 ] 

S^StSET, 1 -^?>-tf >*;i/*-;n H- t"n-;v (284 g, 1.37 mol) <D*J9uu 
(1.0 L) ItCSftp-HVt^JV (318 g, 2.06 mol) H7 -Mb* ^m^—T 
^»flc (350 g, 2.47 mol) £*nx^ iR-fr**MT?7H Wife® Lfco ^J&ICFtSL * INttLSbJc 
(750 mL) -C2|Ik Y U * A*»ifc (750 mL) „ ttfflftttt*. (100 mL) * 

ti?timtzffi&L, nm, mMLtz 0 wMZftS-xms oomi izK&zx-mmi^ 

(500 mL) fcirax-fco HC, |)5 0 0mlKSK-giU 1 0 °C S "C?££P U 
tti&fcaHJtLfco itt^^s^r^^ N b^xy-elCft^ ££$bU 3c®<b^%£#*: (31 
5 g, 71 X) o 

*H NMR (CDCh, 300 MHz) 5 8. 12 (d, 2H, J = 8.3Hz), 7.75 - 7.78 (m, 1H), 7.72 (brd 
, 2H, J = 7.9Hz), 7.65 (brt, 1H, J = 7.9Hz). 7.58 (brt, 2H, J = 7.9Hz). 7.25 (d, 
2H, J = 8.3Hz), 6.69 - 6.72 (m, 1H), 6.35 (dd, 1H, J = 3.1. 0.5Hz), 2.42 (s, 3H 
). 

[0 0 8 8] 

###J 1 - 2 

(4-^f)l-7x^;v) (l H-tfn-;v- 2 -4*0 > * 7 ^<7)£-j& 
[0 0 8 9] 
[<t2 0] 

###|J 1-1 <&ft£-W(145 g, 446 mmol) (1. 0 L) tc&ffi U 5N HnWHt^ 

HVfU (1.1 kg) fcillx., 30^WMIIlfc. £ 0»«t«r 0 "C i T^SP U Wffit 

tzm&zm&L, nMLxmmt&mzntzo (sog, 97%) 

*H NMR (CDCh , 300 MHz) 8 9. 52 (brs, 1 H), 8.25 (d, 2 H, J = 8.3 Hz), 7.29 (d, 2 
H, J = 8.3 Hz), 7.12 (brs, 1 H), 6.88 - 6.91 (m, 1 H), 6.32 - 6.36 (m, 1 H), 2.4 
4 (s, 3 H). 
[0 0 9 0] 

mmm i - 3 

( 1 -TV jv- 1 H- tfn-;v- 2 ->f ;v) jV7x-;v) * / 

[0 0 9 1] 

Mb 2 i] 

t-7*f#y*'J7A (1.05 g, 9.36 mmol) *fh5tKn77> (THF) (10 mL 
) Ki£#U #f«l-2©M (1.65 g, 8.91 mmol) fcimitfco Sa"C30^W*ff 
U ^bTV;V (1.62 g, 13.4 mmol) fciBX-fco 2B#Hgm#U TkZtiWx., ftSif^"C 

Wfc-frJfcLfc (1.61 g, 80 X) o 

X H NMR (CDCh, 400 MHz) 5 7.71 (d, 2 H, J = 8.1 Hz), 7.25 (d, 2 H, J = 8.1 Hz), 
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6.98 (dd, 1 H, J = 1.6, 2.5 Hz), 6.74 (dd, 1 H, J = 1.6, 4.0 Hz), 6.19 (dd, 1 H 

, J = 2.5, 4.0 Hz), 6.07 (ddt, 1 H, J = 10.3, 16.7, 5.6 Hz), 5.16 (dq, 1 H, J = 

10.3, 1.3 Hz), 5.07 (dq, 1 H, J = 16.7, 1.3 Hz), 5.05 (dt, 2 H, J = 5.6, 1.3 Hz) 
, 2.42 (brs, 3 H). 

immm 1 1 

[0 0 9 2] 

2-**-/U-2-[(3-Kl E)- 3 -[2 -(4-^;v^>l/-f lH-H°n-;v-i 
- j )V] -fu -f- 1- ;r. y - 1- j ^ > 9j ;V ) ^ ^ ,>] -f U e ^ 

ffll 

[0 0 9 3] 

2-(3-rn*-^^y;i/t^y)-2-^f;v-yn 
[0 0 9 4] 
Hk2 2] 




2 - 1 Kn^'>'f VS&m^^^ (1 g, 4.0 mmol) <7)THF (20 ml) mWiKT^m^ti- V V 
•7 A (60%, 115 mg, 4.8 mmol) £0 < C-CiJn;U ^iaX'15^-m# LfcgL 3-7*n-=6^^ 
^'^D7/f K(567 mg, 4.8 mmo 1 ) £ fin £ T , 50*C-C12B#^3f ££L*: 0 £ ORjSf&KffrfD 

K*, #H«*L*:o # ^t^M* v"J /!; * 7 A ^ □ v h 7 --e«S L ('Mr* 
> '.mm^^^lO: 1) , ^S^^«:#/c(520 mg, 52 %)„ 

X H NMR (CDCh, 400 MHz) 8 7.56 (s, 1H), 7.40 (d, 1H, J = 7.9Hz), 7.29 (d, 1H, J 
= 7.9Hz), 7.20 (dd, 1H, J= 7.9, 7.9 Hz), 4.44 (s, 2H), 3.76 (s, 3H), 1.56 (s, 6 
H) 

LC-MS:r.t. 2.30 min. , m/z 287 (M+l) 
[0 0 9 5] 

2 2 -[(3 - 1(1 E) - 3 - [2 - (4-^-^;v^^vM;i')- 1 H — tfn — ;v — l 

- ^ ;V] 7"n 7"-l-x > -1- /f > y t y] 7"n fc?* 

[0 0 9 6] 
Ilb2 3] 




*i 1 (Dikte® (300 mg, 1.05 mmol) , #f«l-3^* (325 mg, 1.56 mmol) . 
(HJ t -7?-)V*X-7 J >) ;<7vW (20 mg, 0.039 mmol) . N.N-vv^n^ 
+ y;V^f;V7?> (409 mg, 2.1 mmol) <DV***yz/ (l ml) ?#?l££65X;KT6flf 

/1*7R> ^J^tM'T^^ «V7^'>7A«, ^^MJEII*L7to »P>tL 

/c^v'^W^A^nTF^y?^- (^3f : = io:l) KTt> 

MIU M4b^%<^^;l^*x;W££#£ (250 mg. 55%) 0 
±lfl^^;^^^T-;v (242 mg) £ T H F (1 ml) K»#L, i<5THF * 9 J 

(1 ml) , SNTfcBfrffc* h V ^AtKM (1 ml) *1&tl, ^KT30#li« L£ 0 RJfcifc 
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Bfeti (pHi4) fcu ftBSxf^ctttdJLfc, *«W*ftJBUCBbdcKrfti§Hfe, 
filSBt^* *ffiT**l&U *»ffc<fr«l&*#fc (195 mg, 2IglR$ 44 % 

) o 

X H NMR (CDCh , 400 MHz) S 7.73 (d, 2H, J = 8.1Hz), 7.35 (s, 1H), 7.29 - 7.24 (m 

, 5H), 7.05 (dd, 1H, j = 2.4Hz, 1.7Hz), 6.77 (dd, 1H, J = 4.0Hz, 1.7Hz), 6.45 (d 

t, 1H, J = 16.0Hz, 5.0Hz), 6.51 (d, 1H, J = 16.0Hz), 6.21 (dd, 1H, J= 4.0. 2.4 H 
z), 5.20 (d, 2H, J= 5.0 Hz), 4.49 (s, 2H), 2.42 (s, 3H), 1.56 (s, 6H) 
LC-MS : r.t. 2.44 min. , m/z 418 (M+l) 
[0 0 9 7] 

mmm 2 ] 

[0 0 9 8] 
lit 2 4 ] 




LC-MS:r.t. 2.56 min., m/z 466 (M+l) 

mnm 3 ] 

[0 0 9 9] 
lit2 5] 




LC-MS: r.t. 2.53 min., m/z 418 (M+l) 

mmm 4 1 
[0100] 

Ut2 6] 




LC-MS:r.t. 2.35 min., m/z 390 (M+l) 

mrnrn 5 ] 
[0101] 
2 7 ] 

J H NMR (CDCh, 400 MHz) 3 7.73 (d, 2H, J = 8.1 Hz), 7.20-7.34 (m, 6H), 7.05 (dd 
, 1H, J = 2.4, 1.7 Hz), 6.77 (dd, 1H, J = 4.0, 1.7 Hz), 6.50 (d, 1H, J = 16 Hz), 
6.45 (dt, 1H, J = 16, 4.8 Hz), 6.21 (dd, 1H, J = 4.0, 2.4 Hz), 5.20 (d, 2H, J = 
4.8 Hz), 4.63 (d, 1H, J = 11.5 Hz), 4.51 (d, 1H, J = 11.5 Hz) 4.08 (q, 1H, J = 
6.8 Hz), 2.42 (s, 3H), 1.48 (d, 3H, J = 6.8 Hz). 

mmm e i 

[0 10 2] 
[it 2 8] 
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l H NMR (CDCh, 400 MHz) 8 7.73 (d, 2H, J = 8.1 Hz), 7.35 (d, 2H, J = 8.2 Hz), 7 
.28 (d, 2H, J = 8.2 Hz), 7.25 (d, 2H, J = 8.1 Hz), 7.05 (dd, 1H, J = 2.4, 1.7 Hz 
), 6.77 (dd, 1H, J = 4.0, 1.7 Hz), 6.49 (d, 1H; J = 16 Hz), 6.45 (dt, 1H, J = 16 
, 4.9 Hz), 6.21 (dd, 1H, J = 4.0, 2.4 Hz), 5.20 (d, 2H, J = 4.9 Hz), 4.65 (d, 1H 
, J = 11.7 Hz), 4.52 (d, 1H, J = 11.7 Hz) 4.08 (q, 1H, J = 6.8 Hz), 2.42 (s, 3H) 
, 1.46 (d, 3H, J = 6.8 Hz) 

mmm 7 1 

[0 10 3] 
Ut2 91 

l H NMR (CDCh, 400 MHz) 8 7.73 (d, 2H, J - 8.1 Hz), 7.20-7.34 (m, 6H), 7.05 (dd 
, 1H, J = 2.4, 1.7 Hz), 6.77 (dd, 1H, J = 4.0, 1.7 Hz), 6.50 (d, 1H, J = 16 Hz), 
6.45 (dt, 1H, J = 16, 4.8 Hz), 6.21 (dd, 1H, J = 4. 0, 2.4 Hz), 5.20 (d, 2H, J = 
4.8 Hz), 4.63 (d, 1H, J = 11.5 Hz), 4.51 (d, 1H, J = 11.5 Hz) 4.08 (q, 1H, J = 
6.8 Hz), 2.42 (s, 3H), 1.48 (d, 3H, J = 6.8 Hz). 

mmm s ] 

[0 10 4] 

Uk3 o] 




*H NMR (CDCh, 400 MHz) 8 7.73 (d, 2H, J = 8. 1 Hz) , 7.35 (d, 2H, J = 8.2 Hz), 7 
.28 (d, 2H, J = 8.2 Hz), 7.25 (d, 2H, J = 8.1 Hz), 7.05 (dd, 1H, J = 2.4, 1.7 Hz 
), 6.77 (dd, 1H, J = 4.0, 1.7 Hz), 6.49 (d, 1H, J = 16 Hz), 6.45 (dt, 1H, J = 16 
, 4.9 Hz), 6.21 (dd, 1H, J = 4.0, 2.4 Hz), 5.20 (d, 2H, J = 4.9 Hz), 4.65 (d, 1H 
, J = 11.7 Hz), 4.52 (d, 1H, J = 11.7 Hz) 4.08 (q, 1H, J = 6.8 Hz), 2.42 (s, 3H) 
, 1.46 (d, 3H, J = 6.8 Hz) 

mmm 9 ] 

[0 10 5] 

at 3 1] 




LC-MS:r.t. 2.43 min. , m/z 418 (M+l) 

mmm 1 o ] 

[0 10 6] 
UK3 2] 



LC-MS:r.t. 2.51 min., m/z 430 (M+l) 

mmm 1 1 ] 

[0 10 7] 

h P P A R a <D V jfV KfrfrftM (T ^ /i^l 1 6 7- 4 6 8 4r*tf) * 3 - K1" 
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ZmttM*. * tz\± \L h P P A R y <D U # > KiB^i* (T ^ -/ m?S* 2 0 4 - 5 0 5 
&#tf) £=z- K-J-afltfc^WJMJlfllfc, ffGAL 4SS<&DNA*g£HK#*#t>S&K 
^^^-pM (^n->xy^) <D-?)V?->?u-~y >f*H MctfAU GAL4ISD 

NA^wi t>ppAR * yjtry Ktt-fr«*fto»'fraie*»a-*-*^^ 

l"#-*-7*?J*5 KtLT, ^^WVv^iv-^itfc^&^tf p GL 3-b a s i 
c^**- **) KGAL 4gejS»RyiJUAS fctf^jff^n if^n-*-* - 

3£KIE8yft^O*tjEfl§C, 1 a c ZitfeiF-^^tf 5 KpjSga 1 contro 

1 (fu-yf-y ?) Zm^tzo 

[0 10 8] 
)Vj/7 s.=7 --tfy 

COS-lWi, 5 %TO • f ^ ^ h 5 ^teMU (^73) t^tf7i 

/-;H/7 (DMEM) (f/n) fcffiv*, 5%~m 

ft&3lH¥*lET\ 3 7tT^tL^ 0 C0S-li)|^2 4^xjV71/-M:5Xl 0 4 il 

x;^M-C«L, Lfc,, 5 %fiHt& • t~** h 7 >*m.V 

JflL»^***K*aftL, l^^;v^fcl9, GAL4-PPAR«ifcttyl6a'/5^5 K 
5ng, VsK- ^-77^5 K 50ng, p /? g a 1 control 3 5 0 n g OD 
NA*'J*'7x^h7?^77XiI (^n) ilv»Th?^7x^i/a>U, 4 

^b-fr****»Kl a* MS fctt 1 0^Mi*§ J: -5 Kmtoistzo 2 4 Nf^#^ 

lt<^ ;v y 7 x 7 - ifl^i * ffl v>t, )i<<s *-?-KT)i>i/7 ^7- j em®.*mfei, 

PPAR«i^i y 7rf-^hffitttt, JtfiStLTM (DM SO) fcfcjjnLfc* .x^ 
O/uS^i 9—^14* 1 t LfcffljTOtt^Lfco 1 0^Mt©PPARa7^X h 
fiHSu PPAR 7 7^-^hSttlifilT©^Lfco 
[0 10 9] 

me] 



$ & & « 
( x m m § # ) 


PPARa 7 =* 

- * h s « 

( 10 j* H) 


PPARy 7 ^ 

- * h s e 

( 10 /£ M) 


temww ( 

SI 58 0J « # 
) 


PPARa 7 =f ! 
- * h ftl tt 
( 10/1 H) 


PPARr 7 =f 
- * h » fife 
( 10 u H) 


i 


8.0 


4.7 


5 


11.6 


5.4 


2 


7.8 


5.6 


6 


10.1 


5.5 


3 


12.6 


7.5 


7 


10.8 


2.9 


4 


12.6 


3.4 


9 


8.6 


5.3 



[a*-bofjfflirti^] 

[0 110] 
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[mm 

mm] mmbmBLmmimnvk&o 
mfc^m * i 

o 

R 1 {i, r;v3^i/*;v#-;vi, a&S tt-c t <£ v>#;w?^ jug 

^5:^1-o ) -eg$^ft^^rn7'J -frm&fco 
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#f^ffiHlO#-^ #12 0 0 3 -2 7 4 6 8 4 

50301172645 

fi^f »3£fi^±J3S? 0 0 9 4 

fft&B ¥115^ 7I16B 



<B5feflMR • mum m> 

MB] ¥$15^7J315B 



tBIE# 2004-3072356 



^->?: i/E 

#H 2003-274684 

a si a n m m m 
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1 . B 1 9 9 0^ 8R 93 

ft ft *KJfiF:fcKT|j+*Kat«EHr2TB 2#8-S 
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